5-Fluorouracil rechallenge by protracted infusion in refractory breast cancer.
The authors assessed the value of protracted low-dose 5-fluorouracil (5-FU) infusion (250 mg/m2/day) in refractory breast cancer. Thirty-six patients with prior 5-FU exposure who were not eligible for other investigational therapeutic measures mainly due to extensive prior chemotherapy (median, four regimens) and poor performance status (median of 3, Zubrod scale) were enrolled. Thirty-four patients were evaluable for toxicity and 32 for response. Concurrent radiotherapy was given to 17 patients. The median duration of 5-FU treatment was 65 days (range, 19-508+) delivering a median cumulative 5-FU dose of 13.75 g/m2 (4.75-144.5+). The median number of interruptions of infusion was 1 (0-16) for a median of 7 days (1-25). One patient achieved complete remission, and four a partial response, for a median of 129 days (101-412) and a response rate of 16%. Five additional patients had a minor objective response (16%), whereas 15 (48%) had no change, and seven progressed (22%). The main toxicities seen were oral mucositis in 13 patients, hand-foot syndrome in six, Coombs'-positive hemolytic anemia in two, and progressive liver dysfunction in two patients who also had cirrhotic changes on computed tomography. Myelosuppression was uncommon and transient. Elective temporary interruptions of the 5-FU infusion diminished the incidence of mucocutaneous toxicity. Hemoglobin indices consistently displayed macrocytic features which did not readily revert to baseline after discontinuation of 5-FU infusion. Despite the adverse characteristics of the treated population, 5-FU infusion demonstrated moderate activity in refractory breast cancer with clinical resistance to prior 5-FU-containing regimens. Intermittent scheduled interruptions of infusion rendered this method of 5-FU delivery nontoxic.